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FROM IRRIGATION OF RESPIRATORY TRACT/ALVEOLUS PULMONIS (10 2 cells/ jU I) 

B. .. NO TREATMENT 

C. .. SOLVENT 

D. .. COMPOUND A 



(57) Abstract: A neutrophilia inhibitor 
effective in treatments for the incidence 
or progress of acute infectious diseases, 
collagen disease, chronic obstructive 
pulmonary disease (COPD), chronic 
bronchitis, pulmonary emphysema, 
small airway diseases, gout, Cushing 
syndrome, myelofibrosis, tumorous 
neutrophilia, polycythemia vera, 
and pathological states observed in, 
e.g., steroid agent administration. 
The neutrophilia inhibitor contains 
a 3(2H)-pyridazinone compound 
represented by the formula (I) or a 
pharmacologically acceptable salt 
thereof. [In the formula, R 1 , R 2 , and R 3 
each independently represents hydrogen 
or Ci_ 6 alkyl; X represents halogeno, 
cyano, or hydrogen; Y represents 
halogeno, trifluoromethyl, or hydrogen; 
and A represents optionally hydroxy lated 
Ci_ 8 alkylene.] 



WO 2005/063250 Al I lllll llllllll II llllll lllll lllll lllll llll I II III lllll lllll Hill Hill lllll llll lllllll llll llll llll 



(8i) »^Hf«*a)te^iRy, ±x<Dmm<Dmtoumtfi 

pT#&;: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, 
B W, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, DM, 
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS, JP, KE, KG, KP, KR. KZ, LC, LK, LR, LS, 
LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, 
NI, NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, 
SG, SK, SL, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, 
UZ, VC, VN, YU, ZA, ZM, ZW. 

(84) ti5£u (**<D£t x ifiy , ±x<Dmm<Diun&m 

7b< pTi^: ARIPO (BW, GH, GM, KE, LS, MW, MZ, NA, 
SD, SL, SZ, TZ, UG, ZM, ZW), 1-7V7 (AM, AZ, 



BY, KG, KZ, MD, RU, TJ, TM), 3 — □ V /i (AT, BE, 
BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, 
IE, IS, IT, LT, LU, MC, NL, PL, PT, RO, SE, SI, SK, TR), 
OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 
MR, NE, SN, TD, TG). 



(57) 

5£(l)^&h^3(2H)-tfy^^ 



o 




(i) 



WO 2005/063250 



1 



PCT/JP2004/019199 



m m * 

[oooi] *mmfe, ^v^^^m^tc\^<DmM^mKW^ti^m^^}^t\^ 
Steffi 

[0002] &yw%&tt&mzwj>£&zfr£&<D^mMft. mmmAyumtmm 
^m^x^^^K^^mmco^m, xnmmmt\.xmmmtitix^^ 0 m 
»^mm^m<Dmmmm£n%m&tvxtt, m^mmmm^m^ir^m 
&mx&% 0 Jt<Dm*Mbvxfe, ^mmmmmmm^ Mmm^m. ^°o^ 

U^7\ , PJ^#f (#ttgigfiy?-^\ WegenerfWft^ 

, Behcet^) , -gttW*ttJW^m(COPD) x J^ffi, flSBSH&IPf 

[0003] vvrv/^ik&myj&^tomz, m^^bwmmm^m . , jfr w 

iaSRS— A(Slow Reacting Substances of Anaphylaxis) ffr^k h 

ikwm^mimRxiikmjr^mmmmm^^^t^htix^^ 

[0004] u^u&^ ±m^ o v^/^t^mmi^Mm^mcn^xH(D&mw:^w 
-Dfafc-D^xn%nbtix\^\,\ 0 *mmmmir%mmm-zm*x&<9, 

[0005] #f^mi : 7-107055 
#IfJCiSfe2 : #IB^7-252237 
#ff ^Cm3 : #11^7-285869 
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#fF 3tfiH : W099/ 1 1 268 

#fF;£iSfc5 : wooo/ 12091 

#f^Citk6 : WO00/33845 

[0006] *$m<D n m^mnfc&^mm^mmm&mmir%~tK&%o 

[0007] *mw&tbte, n*mft&mto.id&^ rm^iDxm^n^v^^t^ 

[0008] irf^ib , it. UT<7>^ W&^-fZ>Z-b&Wmtir% 0 

(1) ^(i)^$tb^3(2H)-t°y^y^k^^fc{^(o^a#^^fF^tb§ 

[0009] Mbi] 
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(I) 
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(3) 4-^P^-[3-(4-^nP7x-;k) ^n^] 
-5-(3-t°U^/V^/VT5:y)-3 (2H)-fc°y^iV>\ Xi24-:/n^E— 6-[3-(4-^? 
nn7i^/V) -3-tKn^^njK^^]-5- (3-fc°U vvV^/VT5/) -3 (2H) -fc°y 

(4) HUffi^W^fF^HS^dS, ^■&EXtt#»S^*<fcS-hiB (1) KfEifetf) 

(5) -sttH*ttj»^mo^^fc^^j-efc^±iB (i) - (4) <dv vf tifrim 

[0010] ^W©0*^^JW&|#Jtt\ *t(l) KSsvvr, 0*L<fi, R^irm 2 ^:**^ 

■So 

[ooii] ^0^(D^(i)^$^t°y^Vy^b^(D0^^^f|ij^j^^v>T, 

f&£L\ ^Wm, [3- (4-^no7x^v) ^naKdf-V] -5-(3-fc°y vVM 

^/VT^7)-3 (2H)-t°y^vV^ X f24-:/n^e-6- [ 3- (4-^ uny^^/V) -3- 

tKn^^n^^^]-5-(3-t°y^/^^/kT^y)-3(2H)-t°y^> ? y^-efe§ 0 
[0012] K£V)K°yyz?;^k&M (D Xtt^lieffl^Ki^fF^^tbSifcSr^tp*^ 

[0013] [|gi]g|itt, Wft^HoHimSr^-ro te£^»Aft\ ^th^ft, lmg/kg, 3mg/kg 
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[0014] e*tki, ^Mo^^^if^W^Jt-^^JifB^W^^tb^^y^yw^ 

[0015] _h|E5£(l) t^WC, R\ R 2 , R 3 Ktetf%mmWa-6<DT/^/lsMfe, E^^-C 

^VK ^yy^/K sec-:/^vK t-v^vK ^^/K — dri^/V#^^if t>ftf> 0 
[0016] 0*U, ^r'*5 J^R^LTte, ^fl^fl, fcmmWmfbtl, £f *Ll ^R 3 £LT 

nt>, -fy^nfcT/K n-y^VK -fyy^/K sec-y^/K t-y^sv^-h^lfhth 
[0017] X, Y^itS^P^VjJiH^ 7yiJS^, i«JjjC^\ H:*JJ§C^\ Xte^mW^ 

•vhfti&mv?ei>£<, M?foma*. y^>\ ^i/>\ ynt:v>\ y^i^ *o 

^3^>V>\ ^y^-l^ tf-^WJ^ 2, 2-v^^vK^W^ 2, 
/i^c^u^ 2, 2-v ? -n-ynfc7l^^W>\ fcKn^yy^w;/, l-fcK^^c^w 

[0019] ^ (I) lc*5V N ~C, y^i^girtry S?^©J|g^iara#fcl^$*i&v ^ t°y^ 

[0020] ^ (I) \Z.$~i\ v£\ r^^r 2 ^**!!^, R 3 ^^K^J^^-*fc^*#Cl-4 
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[0021] ^LWtrfN&fcLT, 4-7*tt-Q-{3-{4-?viu7^/V)-?v^^-b-{3- 
t°y v ? /^^7VT^y)-3 (2H)-t°y^vV^ 4-:/u^-6-[3- (4-^13:7^/1/) 

-3-tKti^^°n7K^iy]-5-(3-t o y^/^^/vT5y)-3(2H)-fc o y^> ? y^*5j; 

[0022] j-*5v vc, t°y^yyf^!ii (i) <Dmm^m^w^ti^m.tvx^ mz. 
m., ^?mi&, ^w^*^ y^—^m^ v>=?mi&, m^^^^)m^mf & 

[0023] ^mmiz.33tf%t°yjfi/j^k&m a) *3<t w»^a#^^fF^tt^^«, 

mk&%!)\i, mxM. #^¥7-107055-^kf6. ^S#fF 5314883-^£#, ®C#| 
#f^482208^^^#. #^^F7-252237^#, ^S#fF5750523-^<£#R 
, ^#1^74221 l^^^lB^r^^^-^f3:j;(9M3ti-§^^^-et5o 

[0024] ^s^(Dt°>)^yyft^ (i) ^^(DMm^m^mztizm-z, tk ^ * 
[0025] ^stwvvwb^ (i) xfewmm^mct^tsfrizi&fD&jj-m^ 

bT^O. OOlmg— 5g/ 0 x £?*L<teO. 005— lOOOmg/ 0 -Cfe«9. ^tl^l 0 1 

[0026] K&ttvyvs-yft&to a) xfewmm^m^^nz^&mm 
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[0027] (^tfy^y^^j d) x^wmM^m^w^n^m^ mm^ 

, stfytf^/M^yK^h fo&MWfUfrZkt&k,^ ^M^^f^t/vn-^X 
tt*©;frA~>*.*4fc, K^t/m^, tfy^i^/^ya— /i^£h mnMifflx. 



[0028] ^ a p &i*m9m<Dm&Kr3i. ^mmL&mwtz>^bx\ mmvk, ytum& 
Wirz>z.b&-c%z> 0 jm&kixte. ?^m, ^ym. ^w>-^ y^— />m, v 

[0029] mtm. ^7v*-;vnu ^p^j, mm. fim. mmmm. mm, 

m m^y/^^m^sm^^/^ ^j^iy^yyy/^yymmm^T^ 
, ^y^v^^i^jjgJM^^-rvK TK^^pt-^^fflfD^y^-df-^^^-i/^m— 

b-C^^^j;«9|«^^o «<Jte, ***m. tfy^vi^ya— , K 

<5o 

[0030] mfcmu%mmx*hz>%tm<z>m&iz.fe, e^-ty^ mm^yy^y, m 



[0031] s^r. *mm%mmKMwirztcfrptmm&£TfmMM%mfz>&. ^mm-zz. 



mm 
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rm<DnmmRxfmmmxn, mmK^xm&ztit^k&mA (4-^^-6- 
[oo32] mmmi) 

30 X H30 X D30cm) KAtl. 3®#S£^^9^1f — (TUR-3200, 0 ^3fe«tfc®i) 
U1J;!K y^y^^7^m?R(LPS E.coli 0. 3mg/mL41tt*MW3 
0-6. 0 M miaiftU 30^f«AUj: o 

[0033] fb-a^AteO. ;* (MC) fc!Ri»U -tJl/^Jt, lmg/4mL/kg, 

3mg/4mL/kg:JoJ;m0mg/4mL/kg^ $3«¥"m0. 5%MC 2mL / / kg^ 
y^y^^^mA<D30^ftf^P^bfc o »W^^0. 5%MC 2mL 
/kg££S^*^A^30£-fif^ P S^Ut, -S¥6f#J-e^ifeUc: 0 

[0034] y^y^y^7^K!SA^5^Mm^W^i»l^^^^bfc„ SP^>, 

m.7^5m^m^^xn t m.\H{^A^\^2mm^Mi,xm^vtz. 0 ^.<Dm.^2\mn 

-C1471m/s2 x lO^f^'lM^iitU «U5:«£0. 5mL(DO. 2%M^M< 

[0035] $£>^ ^&««lxl0 6 cells/mLt^M^, 100 ju L^«3s^igg (U— 
^•^-^K^±M)£ffiV^T^^T400rpm. 4£fe9j&>l>MSU mmM^&ftM 

£HSJ:&«i» ( x 400) T«j500{@#^:/l>ut o # a a«i^*H" 
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[0037] mm 

<DMmfimtbhfrltlo it&mAU^ ^ti^ti, lmg/kg, 3mg/kg4oJ;mOmg/ 

[0038] mmm2] 

JjHSffl^^T^-^' — (Flow-pasttype nose-only inhalation chamber, MuensteHdlM) 

^•fe/VP- ^(MC)^f|^LT10mg/2mL/kg^ WSM^lt^ O. 5%MC 2m 
L/kg^/^j^#^<D15— 45^ff)^P^Lfc 0 IMitt, 0. 5%MC 2 
mL/kg£^C#if »1 5-45^ff) iCg P g^Lfco li¥4~6^JT*M£HiiLfc 

Puloms-1, M.I. P. S. ttD^V^SiT-CSIilLfc, 0*«J^l^t^li 

mj^= ( (^hv-/m<Dmm&-iEmmmmm-uk^AMmmm- 
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[MM] 

[0039] mmmnmm) 

it&mA iog, ?lis 2o g . mn 5 g , ^ry^-^^^ o. lg&t^/v 

7g<^f+ 42. lg^^^^U^ 1 

[0040] mmm2mm) 

^mtvxfc&toAio. omg, mmmtvx?^>m&5. o mg , w^j^lt?l« 

£123. Omg, $£^J£bTfcKn^^nfcVV-fe/Vn— ^^4. Omg, mmfiUbVX? 

ttjj;v*xi—?srhvyj»$:7. omg, ^rj^^j^LT^ry^^^^^i 

[0041] mMM3(Z>7°±/Vm) 

tt&®A 10g, ?Lff 20g. Mit;vn-^, lOg&t^^Ty^he^^ 

J* lgO^ff 41g^^(3iJ;«9^bfcm, if^^^-fe/M^igu 

^ ^50mg(Z)^^A^^-i-§^7 o -fe/^J^bfc o 
[0042] ^igf?!l4(^T^— /MSI«) 

>ffb-CTfBB**f^J(B)^20 o C-e^2. 46-2. 81mg/cm 2 ^-^j±ttv^^7VX 

(A) :4k&VsA O. 25fi%, ^y^^-fy^ntf/M). 10®M%, /V 2 
6. 40KS% 

(B) :1, 2-^nri^h7^/V^n^^^i:l-^nn^^^/V^-n^^C060-40® 
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m^mm 




u^sv^tznfcmmtt, A^7kmmxm^tix\^xi,x\^mm-8cor/v 

Mo 

[3] &,(X)Xm&tlZ>4k-&%!}ff. 6-[3-(4-^nn7^/V)7 P n/K=3rv']-5- 
(3-fc°U ^f/V7^7)-3 (2H)-fc°y^vV>\ Xtt4-^n^-6-[3-(4-^nn 
:7^/k) -3-tKndrv/^n/Kdrv/]-5- (3-t°y v^/V^/VT^y) -3 (2H) -fc°y^ 

[4] ^a#w^t^§^^^^ mmmMxfemmmm.x&zmMmiKmM(7>&* 
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